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*Product ingredient source information may be entitled to confidential treatment*

Mr. F. Terry McNamara
Bayer Health Care LLC
P.O. Box 390
Shawnee Mission, KS 66201 MAR 30 200

Dear Mr. McNamara:

Subject: Amendment - alternate formulation
CyLence Ultra Cattle Insecticide Ear Tag
EPA Registration No. 11556-131
Your Submission Dated January 27, 2004

Your Confidential Statement of Formula (CSF)dated
January 27, 2004 has been reviewed and is not acceptable for the
following reasons:

a. The amount of the sources of active ingredient (EPA
Registration Number needs to be adjusted to meet the
label claim of 20.0% of Piperonyl Butoxide since the purity of
Piperonyl Butoxide is not it will not meet the label
claim of 20.0%.

b. You must either exclude EPA Registration Number -
from the CSF or increase the amount of Piperonyl Butoxide to

in the basic formulation in order to meet the label claim of 20.0%.

Sincerely yours,

George T. LaRocca

Product Manager (13)
Insecticide Branch
Registration Division (7505)

Enclosure




*Product ingredient source information may be entitled to confidential treatment*
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DATE DP BARCODE No.: D298850 EPA REG. NO.: 11556-131
PRODUCT NAME: CYLENCE ULTRA CATTLE INSECTICIDE EAR TAG

PC Codes 128831, 067501

Decision No. 338773

FOOD USE [1]

COMPANY: BAYER HEALTH CARE LLC
g& °’S\v~\°\‘\ - Y

FROM: ira Gairola, Chemist gw_ 7y A 1
“Product Chemistry Team > -
Technical Review Branch/RD (7505C)

TO: George Larocca / Linda Deluise PM 13 g~ 8
Insecticide Branch/RD(7505C)

INTRODUCTION:

BAYER HEALTH CARE L1C has submitted amended basic formulation CSF dated 01/27/04
for the subject pmaduct CYLENCE ULTRA CATTLE INSECTICIDE EAR TAG. The sources

of acy .
= o

SUMMARY'OF FINDINGS:

The submitted Basic CSF dated 01/27/04 for the subject product CYLENCE ULTRA CATTLE
INSECTICIDE EAR TAG was reviewed and details will be discussed as follows :

1. The basic CSF dated 01/27/04 for the subject product agrees with the label claim of 8.0 %
of the active ingredient Beta Cyfluralin and 20.0% of Piperonyl Butoxide .

2. All of the inerts are cleared for the proposed use.

3. Applicant is making amendment to the Confidential Statement of Formula by adding alternate
sources of Piperonyl Butoxide.

4. Amount in one of the sources of active ingredients ||| G nccds to be

adjusted to meet the label claim 0of 20.0% of Piperonyl Butoxide since the purity of Piperonyl
Butoxide is not ||} |} it will not meet the label claim of 20.0%.

5. Applicant must either exclude ||} from CSF or increase the amount of
Piperonyl Butoxide to [JJjjJj in the basic formulation in order to meet the label claim of
20.0%.
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§ ; % UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
g ) < WASHINGTON, D.C. 20460
% S
AL provE”
OFFICE OF
PREVENTION, PESTICIDES
AND
TOXIC SUBSTANCES
07/JUNE/2002
MEMORANDUM
Subject: Name of Pesticide Product: Cutter Ultra Insecticide Cattle Ear Tag
EPA Reg. No. /File Symbol: 11556-131
DP Barcode: D282351
Case No: 069043
PC Code: 067501, 128831
From: Eugenia McAndrew, Biologist ,‘k\’\
Technical Review Branch },\'1/
Registration Division (7505C)
To: Susan Stanton, PM Team 03

Insecticide Branch
Registration Division (7505C)

Applicant: Bayer Corporation
Agriculture Division
P.O. Box 390
Shawnee Mission, KS 66201-0390

FORMULATION FROM LABEL:

Ac” - Ingredient(s): % by wt.
128831 Cyano (4-fluoro-3-phenoxyphenyl) methy!l 3-(2,2-
dichloroetheny!) 2,2-dimethylcyclopropane 8
067501 Piperonyl butoxide 20
Inert Ingredient(s): 72
Total: 100%

ACTION REQUESTED: “The originally submitted dermal toxicity study for this product (MRID
45444601) was reviewed by TRB and found unacceptable. As a condition of registration, the
company was required to submit a new dermal study. The new study (MRID 45640701) is
attached for your review.”




BACKGROUND: Bayer Corporation has submitted an acute dermal toxicity study (MRID
45640701) to support registration of Cutter Ultra Insecticide Cattle Ear Tag, EPA Reg. No.11556-
131. A previous dermal toxicity study was classified as unacceptable in a TRB memorandum
(McAndrew; D277606; EPAReg. No. 11556-RGR; 13/SEPT/2001). This new study was conducted
at Bayer Corporation Agriculture Division, Toxicology, Stilwell, Kansas. The product was given a
conditional registration. The other five acute toxicity studies were waived. Please refer to the
13/SEPT/2001 memorandum for the complete explanation.

RECOMMENDATIOM The acute dermal toxicity study has been reviewed and is classified as
acceptable. The toxicity category for dermal toxicity is category il

The acute toxicity profile for Cutter Ultra Insecticide Cattle Ear Tag, EPA Reg. No.11556-131, is
as follows:

acute oral toxicity v Waived
acute dermal toxicity [l Acceptable  MRID 45640701
acute inhalation toxicity v Waived
primary eye irritation v Waived
primary skin irritation v Waived
dermal sensitization -- Waived

LAE _ING: Based on the toxicity profile above, the following are the precautionary and first aid
statements for this product as obtained from the Label Review System.

PRODUCT ID #: 011556-00131
PRODUCT NAME: CUTTER ULTRA CATTLE INSECTICIDE EAR TAG

PRECAUTIONARY STATEMENTS

I*~~1rds to Humans and Domestic Anir ’s:
SIGNAL WORD: CAUTION

Harmful if absorbed through skin. Avoid contact with skin, eyes or clothing. Wash thoroughly with soap
and water after handling and before eating, drinking, chewing gum, or using tobacco.

First Aid:

If on skin:

-Take off contaminated clothing.

-Rinse skin immediately with plenty of water for 15-20 minutes.
-Call a poison control center or doctor for treatment advice.

Have the product container or label with you when calling a poison control center or doctor or going for
treatment. You may also contact 1-800-xxx-xxxx for emergency medical treatment information.




DATA EVALUATION RECORD

gTimyTymT ACUTE DERMAL TOXICITY TESTING (870.1200 formerly §81-2)
Product Manager: 03 Reviewer: Eugenia McAndrew

TEST MATERIAL PURITY: M779 Cattle Ear Tag (20% PBO and 8% beta cyfluthrin)

CITATION: Johnson, K.L. (2002); M779 Cattle Ear Tag; acute dermal LDy, in the rat. Bayer
Corporation Agriculture Division Toxicology, Stilwell, Kansas. Laboratory Report Number 02-
A22-JC. March 19, 2002. MRID 45640701. Unpublished.

INSQ Bayer Corporation, Agriculture Division, P.O. Box 390, Shawnee Mission, KS

[y
66201-0390

EXT~ZUTIVE SUMMARY: In an acute dermal toxicity study, two control groups and one test
group of Wistar Hanover (Crl: WI[GIX/BRL/HAN]GS BR) rats (Age: 11 weeks; Weight: males:
244-280 g, females: 190-215 g; Source: Charles River Laboratories, Inc., Raleigh, NC) were
dermally exposed to a single application of M779 Cattle Ear Tag (20% PBO and 8% beta
cyfluthrin; Lot No. M-98-02-M779-99-02-59: light purple tag) for 24 hours. Three groups of six
animals/sex were exposed to either 0 mg/kg (collared), 0 mg/kg (uncollared) or 2000 mg/kg
(limit dose). The test substance (cattle ear tag) was moistened with 50 pyL of deionized water
and applied directly to approximately 10% of the body surface area of each test group animal.
Body weights were determined prior to dosing and on days 7 and 14. Animals were observed
for clinical signs of toxicity and mortality twice daily for five days and then once daily for the
remainder of 14 days. Gross necropsies were performed on all animals.

Dermal LD., Males = > 2000 mg/kg (observed); Dermal LD, Females = > 2000 mg/kg
(observed)

M779 Cattle Ear Tag is classified as Toxicity Category Ill based on the observed LD, values in
both sexes.

All animals survived the study. All animals showed body weight gains. Lacrimal and nasal
staining and perigenital staining were noted in one control group and in the 2000 mg/kg group.
Thinning hair was noted in one treated female and one control female. Alopecia was noted in
one treated female. Two treated females exhibited a progression of redness, sore and scabbing
at the dose sites. No evidence of systemic toxicity was observed. At necropsy, no gross
abnormalities were noted in the treated group. A crusty red zone in the ventral abdominal area
was noted in one control group male.

This study is classified as Acceptable (870.1200) and satisfies the guideline requirement for an
acute dermal study in the rat.

COMPLIANCE: Signed and dated GLP, Quality Assurance and Data Confidentiality statements
\ e provided.




RESULTS:

Number of Deaths/Number Tested

Dosage (mg/kg)
Males Females Combined
0 (collared) 0/6 0/6 o8
I _ocncollared) I_ _ 0/6 0/6 0/6
| ! n/A 0/6

OF =RVATIONS: All animals survived the study. All animals showed body weight gains.

L

Lacrimal and nasal staining and perigenital staining were noted in one control group and in the
2000 mg/kg group. Thinning hair was noted in one treated female and one control female.

Alopecia was noted in one treated female. Two treated females exhibited a progression of

redness, sore and scabbing at the dose sites. No evidence of systemic toxicity was observed.

GROSS NECROPSY: At necropsy, no gross abnormalities were noted in the treated group. A

crusty red zone in the ventral abdominal area was noted in one control group male.
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DATE OUT: 8/I'"1\Y/2002

SUBJECT: PRODUCT CHEMISTRY FTVIEW OF MP || EP [X]

™P BARCODE No.: D281957 REG./File Symbol No.: 11556-131
PRODUCT NAME: Cutter Ultra Cattle Tneanticida Fqr Tag
ACTION CODE: 345, Tech-Form. Change, Amend

Linda L. Kutney, Chemist Lawlle U |
Product Chemistry Team s/e /02
" chnical Review Branch/RD (7505C)

Arnold Layne, Linda DeLuise PM-3
Insecticide Branch/RD(7505C)

INTRC™U"TION:

The Registrant, Bayer Corp, is submitting a revised basic CSF, dated 3/8/02,
for their insecticide product, Cutter Ultr~ “attle Insecticide Ear Tag , Reg No
11556-131. containing the following label claim:

8% Cyano (4-fluoro-3-phenyoxyphenyl) methyl 3- (2,2-dichloroethenyl) 2,2-
dimethylcloproane carboxylate

20% Piperonyl Butoxide (PBO)

Use of Cutter Ultra Cattle Insecticide Ear Tag is considered a non-food use.

70




*Product ingredient source information may be entitled to confidential treatment*

SUMMARY OF FINDINGS:

The proposed 3/8/02 basic CSF contains three proposed changes from the
previously accepted 6/28/01 basic CSF:

1)  Name change from “Cutter Ultra” to “CyLence Ultra.”

2)  Change of supplier of an approved inert.

3)  Change of PBO Reg. No. from I

CONTLUSIONS:

The proposed 3/28/02 CSF is acceptable, from a product chemistry point of
view. The three proposed changes do not etfect the physical chemical content of
the final Cutter Ultra Cattle Insecticide Ear Tag product.

71



CONFIDENTIAL APPENDIX:

The inert which must be added to the Agency database is

The MSDS indicates that it is comprised of ||| GG

*Inert ingredient information may be entitled to confidential treatment*
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Agriculture Division
via Federal Express — Express Saver

Ammal Health

Bayer Carporation

P O. Box 390

Shawnee Mission KS 66201-0390
Phone 913 268-2000

March &, 2002

Mr. George LaRocca

Product Manager

Registration Division (H7505C)

U.S. Environmental Protection Agency
Ariel Rios Building

1200 Pennsylvania Avenue, NW
Washington. DC 20460

Subject:  Amendment for Confidential Statement of Formula
CyLence® Ultra Cattle Insecticide Ear Tag, EPA Reg. No. 11556-131

Dear Mr. LaRocca:

Attached please find a Application for Amendment for the above referenced product.
Since the proposed change in active ingredient is a 100% repack (absolutely identical to
the currently listed a.i.), there will be no change in the formulation or efficacy of the

product.

If you have any questions, please do not hesitate to call me at (913) 268-2588 or
Greg Gagliano at (913) 268-2751.

Sincerely.

F. Terry amara
Director, Preclinical Development & EPA Regulatory Affairs .:...E
FTM:GGG/1t




*Product ingredient source information may be entitled to confidential treatment*
*Inert ingredient information may be entitled to confidential treatment*

Attachment for Application for Pesticide Registration
CyLence® Ultra Cattle Insecticide Ear Tag, EPA Reg. No. 11556-131

Enclosed with this application are two (2) copies of the proposed Confidential Statement of
Formula (CSF) for Bayer’s CyLence® Ultra Cattle Insecticide Ear Tag product (EPA Reg. No.
11556-131).

The proposed changes are:

1) Change

2) Change the supplier name for

3) Changed the product name from “Cutter Ultra” to “CyLence Ultra”. This name change was
made by Notification to the Agency, dated January 7, 2002.

x:moiij/EPAdoc/gggepad2CyLenceUltraTag.doc 02/19/02
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B3dz
DP BARCODE: D281957

CASE: 069043 DATA PACKAGE RECORD DATE: 05/09/02
SUBMISSION: $612928 BEAN SHEET Page 1 of 1

* * % CASE/SUBMISSION INFORMATION * * *

CASE TYPE: REGISTRATION ACTION: 345 TECH-FORMULA CHANGE AMND

RANKING : 5 POINTS ()

CHEMICALS: 067501 Piperonyl butoxide 20.0000%
128831 Cyfluthrin 8.0000%

ID#: 011556-00131 Cutter Ultra Cattle Insecticide Ear Tag
COMPANY: 011556 BAYER CORP

PRODUCT MANAGER: 03 ARNOLD LAYNE 703-305-6249 ROOM: CM2 212
PM TEAM REVIEWER: LINDA DELUISE 703-305-5428 ROOM: CM2 200
RECEIVED DATE: 03/11/02 DUE OUT DATE: 06/09/02

* * * DATA PACKAGE INFORMATION * * *

DP BARCODE: 281957 EXPEDITE: N DATE SENT: 03/27/02 DATE RET.: 05/08/02
A EMICAL: 067501 Piperonyl butoxide
)P TYPE: 001 Submission Related Data Package

CSF: Y LABEL: Y
ASSIGNED TO DATE 1IN DATE OUT ADMIN DUE DATE: 05/11/02
DIV : RD 03/27/02 05/08/02 NEGOT DATE: 05/23/02
BRAN: TRB 04/08/02 05/08/02 PROJ DATE: /
SECT: CHEM 04/08/02 05/08/02
REVR : LKUTNEY 05/03/02 05/08/02
CONTR: // /

* * * DATA REVIEW INSTRUCTIONS * * *
is new csf ok
* * * DATA PACKAGE EVALUATION * * *
P No evaluation is written for this data package
* * *+ ADDITIONAL DATA PACKAGES FOR THIS SUBMISSION * * *

DP BC BRANCH/SECTION DATE OUT DUE BACK INS CSF LABEL
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é % UNITED STATES ENVIRONMENTAL PF ~“"ECTION £ ~=NCY
% ; WASHINGTON, D.C. 20460
Ay pno“'o‘\
OFFICE OF
PREVENTION, PESTICIDES
AND
TOXIC SUBSTANCES
13/SEPT/2001
MEMORANDUM
Subject: Name of Pesticide Product: Cutter Ultra Cattle insecticide Ear Tag
EPA Reg. No. /File Symbol: 11556-RGR
DP Barcode: D277606
Case No: 069043
PC Code: 067501, 128831
From: Eugenia McAndrew, Biologist%ﬂ/\

Technical Review Branch J ¢ 74
Registration Division (7505C)

To: Tracy Keigwin, PM Team 03
Insecticide Branch
Registration Division (7505C)

Applicant: Bayer Corporation
Agriculture Division, Animal Heaith
P.O. Box 390
Shawnee Mission, KS 66201-0390

FORMULATION FROM LABEL:

Active Ingredient(s): % by +
128831 Cyano (4-fluoro-3-phenoxyphenyl)methy! 3-(2,2-
dichloroethenyl) 2 2-dimethylcyclopropane
carboxylate 8
067501 Piperonyl butoxide 20
Inert Ingredient(s): _12
Total: 100%
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ACTION 3TED: Please review dermal toxicity study (MRID # 454446-01) submitted to
support registration of Cutter Ultra Cattle Insecticide Ear Tag, EPA File Symbol 11556-RGR.

E - TKGROUND: Bayer Corporation has applied for registration of Cutter Ultra Cattle Insecticide
Ear Tag, EPA File Symbol 11556-RGR. This product is a cattle ear tag constructed of a plastic
impreg' ‘ed with two active ingredients for use on beef and non-lactating dairy cattle to control
face flies, horn flies, gulf coast ticks and spinose ear ticks for up to five months. TRB has
addressed the acute toxicity data requirements for this product in memos dated October 26, 2000
and November 6, 2000, in a letter dated January 9, 2001 and in a telephone conversation with
the registrant on January 30, 2001. TRB is requiring an acute dermal toxicity study and asked the
registrant to provide a rationale for waivers for the other five acute toxicity studies.

The registrant has now submitted an acute dermal toxicity study (MRID # 454446-01). The study
was conducted at Bayer Corporation, Agriculture Division, Toxicology, Stilwell, Kansas. The
registrantt =~ also: ' ni" 1the request for waivers for the acute oral, acute inhalation, primary
eye irritat’ -1, primary skin irritation and dermal sensitization studies.

RECOMMENMTATIONS: Waivers may be granted for the acute oral, acute inhalation, primary eye
irritation, prin  y skin irritation and dermal sensitization studies.

The acute dermal toxicity study is classified as unacceptabte. TRB has serious concerns that the
health of the animals used in the study may have been compromised as evidenced by the
unexplained death of one animal in the treated group and by the number of clinical signs such as
lacrimal staining, red or brown discharge in the nose and/or eyes, thinning hair around forelimbs
and/or eyes, swelling around the neck and thinness seen in the control animals. TRB has reviewed
the clarifications on this study submitted by Bayer in a memo dated September 7, 2001 and has
concluded that the study is unacceptable because of these preceding discrepancies.

The tentative acute toxicity profile for Cutter Ultra Cattle Ir  :ticide Ear Tag, EPA File Symbol
11556-RGR, is as follows:

acute oral toxicity v Waived --
ute dermal toxicity m Unacceptabie MRID 454446-01
acute inhalation toxicity v Waived --
primary e irritation % Waived --
primary skin irritation v Waived --
dermal sensitization A% Waived --

TRB has assigned a Toxicity Category of Ill for the acute dermal toxicity study. TRB has no
objection to a conditional registration of EPA File Symbol 11556-RGR (per John Redden, Acute
Tox Team Leader and Acting-Branch Chief). The acute dermal toxicity study must be repeated.

117




LABE' '""IG: Based on the toxicity profile above, the following are the precautionary and first aid

statements for this product as obtained from the Label Review System.
ID#: 011556-00131 Cutter Ultra Cattle Insecticide Ear Tag
SIGNAL WORD: CAUTION
PRECAUTIONARY STATEMENTS:
Harmful if absorbed through skin. Avoid contact with eyes, skin or
clothing. Wash hands before eating. drinking, chewing gum. using
tobacco or using the toilet.
STATEMENT OF PRACTICAL TREATMENT (SOPT):
IF ON SKIN OR CLOTHING: Take off contaminated clothing. Rinse skin

immediately with plenty of water for 15-20 minutes. Call a poison
control center or doctor for treatment advice.

118




DATA EV/ " """ TION RECORD

STUDY TYPE: ACUTE DERMAL TOXICITY TESTING (870.1200 formerly §81-2)

Product Manager: 03 Reviewer: Eugenia McAndrew
TTAT """ TER'AL (Purity): M779 Cattle Ear Tag; 19.7% Piperonyl Butoxide, 8.3% Beta Cyfluthrin

CITATION: Johnson, K.L. (2001) M779 Cattle Ear Tag; acute dermal toxicity in rats. Bayer
Corporation Agriculture Division Toxicology, Stilwell, Kansas. Laboratory Report Number 01-A22-
DU. June 1, 2001. MRID 454446-01. Unpublished.

SPONSOR: Bayer Corporation, Animal Health Division, P.O. Box 390, Shawnee Mission, KS
66201-0390

EXECUTIVE SUMMARY: In an acute dermal toxicity study, six young adult Wistar (Crl:
WI(HAN)BR) rats/sex (Weight: 199-224 g males; 169-184 g females, Source: Charles River
Laboratories, Inc., Raleigh, NC) were dermally exposed to a single application of M779 Cattle Ear
Tag (19.7% Piperonyl Butoxide, 8.3% Beta Cyfluthrin; Batch No. M-98-02-M779-99-02-59; light
purple flexible tags) at 2000 mg/kg (limit dose) for 24 hours. A control group of six rats/sex was
administered deionized water only. The test article consisted of a piece of the plastic ear tag,
M779, moistened with distilled water and applied to > 10% of the total body surface area. Animals
were observed for clinical signs of toxicity and mor~'ity at 1, 2 and 4 hours after application and
once daily for 14 days.

Dermal LD, Males = > 2000 mg/kg (observed); Dermal LD., Females = > 2000 mg/kg (observed)

inical signs observed in the control group include lacrimal staining, red or brown discharge in the
nose and/or eyes, thinning hair around forelimbs and/or eyes, swelling around the neck and
thinness . Yellow staining in the perigenital area was not considered to be treatment related. In the
treated group, one male was found dead on day 1. Clinical signs observed in the treated group
include red or brown discharge in the nose and/or eyes, thinning hair around eyes and swelling
around the neck. Lesions described as redness or raised zones were noted at the dose sites of
6/11 surviving treated animals. Scabbing was also noted inthree femz' . The animals recovered
from all symptoms by day 12. Two males in the treated group lost weight the first week of the study
but gained week during the second week. One female in the control group lost weight during the
second week. All other animals gained weight during the study. Necropsy resuits showed bilateral
lacrimation in one treated male. The decedent had no treatment related observations.

TRB has serious concerns that the health of the animals used in the study may have been
compromised as evidenced by the unexplained death of the one animal in the treated group and
by the number of clinical signs such as lacrimal staining, red or brown discharge in the nose and/or
eyes, thinning hair around forelimbs and/or eyes, swelling around the neck and thinness seen in
the control animals. TRB has reviewed the clarif  ‘ions on this study submitted by Bayer in a
memo dated September 7, 2001and has concluded that the study is unacceptable because of
these pre  ding discrepancies.
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ACU™ " TOX ONE-LINERS

1. DF "TARCODE: D277606

2. PC CODE: 067501, 128831

3. CURREM DATE: 13/SEPT/2001

4. TEST MATERIAL: M779 Cattle Ear Tag (19.7% Piperonyl Butoxide, 8.3% Beta Cyfluthrin;
Batch No. M-98-02-M779-99-02-59, light purple flexible tans)

Study/Spec” s/l *
l MRID Results L"a’: gr‘;:fe
S ~ #ipate '

Acute dermal toxicity/rat 454446-01 | LD, > 2000 mg/kg (males | Il U

Bayer Corp. Toxicology females combined)

01-A22-DU/6-1-01
Core Grade Key: A =Acceptable, S = Supplementary, U = Unac ~~“~Hle, V = Self Validated

6
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Wl Bayar 6

Agriculture Division
Animal Health

Federal Express Bayer Corporation
PO Box 390
Shawnee Mission, KS 66201-0390
Phone. 913 268-2000

September 7, 2001

Mr. George LaRocca
Product Manager
Registration Division (H7505C)
U.S. Environmental Protection Agency
Ariel Rios Building
1200 Pennsylvania Avenue, NW
A Washington, DC 20460

Subject:  Dermal Toxicity Study (MRID 45444601) for Cutter Ultra Cattle Ear Tag
EPA File Symbol 11556-RGR

Dear Mr. LaRocca:

Attached please find some clarification for the dermal acute toxicity study (MRID
45444601) which is currently under review. These comments are provided by Bayer’s
toxicologist and are based on his recent conversation with the study reviewer. We hope
you find them helpful in understanding the scientific validity of the study results.

If you have any questions, please do not hesitate to call me at (913) 268-2588 or
Greg Gagliano at (913) 268-2751.

Sincerely,

/\ / A 7, ‘)
-
j' J C’M/ . »’O/ / C . %/”Z U/’.;.‘{///’(/
F. Terry McNamara !
Director, Preclinical Development

FTM:GGG/1t
cc: Tracy Keigwin o
Enclosure .. A
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Room Activity Checklist

Page 4 of 35
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Attac—-nt "'

Animr -' Shipm--* Examination and Release Form

Page 6 of 35

128




129



130



131



132



133



134



135



136



137



138



139



140



A 1rtmnentV

Wahle, B.S., Sangha, G.K,, Lake, S.G., Sheets, L.P., Croutch, C., and Christenson,
W.R. (1999). Chronic toxicity -~ carcir - genicity testing in the Sprague-Dawley
rat of a prospective insect repe  int (KBR 3023) using the dermal route of
expor e. Toxicology 142, 41-56.

Page 19 of 35
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Federal Express Agriculture Division

Animal Healih

June 8, 2001

Bayer Corporation

P.0O. Box 390

Shawnee Mission KS 66201 0390
Phone 213 268-2000

Product Manager

Registration Division (H7505C)

U.S. Environmental Protection Agency
Ariel Rios Building

1200 Pennsylvania Avenue, NW
Washington, DC 20460

Subject:  Application for Registration for Cutter Ultra Cattle Ear Tag
EPA File Symbol 11556-RGR

Dear Mr. LaRocca:

Enclosed with this cover letter is a report transmittal form and three copies of the study
report entitled, “M779 Cattle Ear Tag — An Acute Dermal LD,, Study in the Rat™ (Bayer
Report No. 75303). The purpose of this cover letter is to provide a brief, explanatory
overview of the submission which may aid in the processing of the application.

The report is being sent in response to the Agency’s letter dated January 9, 2001
(attached). EPA requested dermal toxicity data for Bayer’s new cattle ear tag (active
ingredients beta cyfluthrin and piperonyl butoxide). This is a non-standard study,
therefore Bayer’s toxicologist discussed the study design with EPA’s toxicologist and
registrations reviewer to reach agreement prior to initiating the study (see attached Bayer
letter and telephone conversation minutes dated February 21, 2001).

If you have any questions, please do not hesitate to call me at (913) 268-2588 or
Greg Gagliano at (913) 268-2751.

Sincerely,

VI e

F Terry Méﬁamara

Director, Preclinical Development AR

FIM:GGG/It . vescos
Enclosures E'":. :‘:::;
cc: Tracy Lynn Keigwin (7505C) :":" ::E::'
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Agriculture Division

. (/'/ A | Heallt
Via Federal Express nirmal Health

AN
,\\V\ Bayer Corporation
PO Box 390

Shawnee Mission. KS 66201-0320
June 28, 2001 Phane: 913 268-2000

Mr. George LaRocca

Product Manager

Registration Division (H7505C)

U.S. "—-rironmental Protection Agency
Ariel Rios Building

1200 Pennsylvania Avenue, NW
Washington, DC 20460

Subject:  Application for Registration for Cutter Ultra Cattle Ear Tag
EPA File Symbol 11556-RGR

Dear Mr. LaRocca:

Enclosed with this cover letter is an Application for Pesticide Registration and two copies
of the Confidential Statement of Formula (CSF) for the above referenced product. The
purpose of this cover letter is to provide a brief, explanatory overview of the submission
which may aid in the processing of the application.

The CSF is being sent in response to the Agency’s letter dated January 9, 2001 (attached).
EPA requested some slight changes to the CSF, namely, the address for the supplier of
each inert (including the common “commodity” chemicals) and the addition of the EPA
Registration Number for the active ingredient, beta-cyfluthrin. The enclosed CSF is the
last piece of information required by the Agency for registration of this product.

[ hope this overview cover letter is helpful in processing the attached application. Ifyou
have any questions, please do not hesitate to call me at (913) 268-2588 or Greg Gagliano
at (913) 268-2751.

Sincerely,

j/? j/ﬂu&% Y) / ?0 /)7/41‘&'1 Ny cese

F. Terry McNamara

Director, Preclinical Development e e o, o,
FTM:GGG/1t vever ated?
Enclosures o0,
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Agriculture Division

Federal Express
Animal Health

Bayer Corporation
September 5, 2001 PO Box 390

Shawnee Mission. KS 66201-0390

Phone 913 268-2000

Mr. George LaRocca S
Product Manager e
Registration Division (H7505C)
U.S. Environmental Protection Agency ° A
Ariel Rios Building O
1200 Pennsylvania Avenue, NW *ee®
Washington, DC 20460 . cesee,
Subject:  Application for Registration for Cutter Ultra Cattle Ear Tag eess®

EPA File Symbol 11556-RGR teeels

Dear Mr. LaRocca:

As recommended in your January 9, 2001 letter, Bayer conducted an acute dermal
toxicity study on our proposed new product, Cutter Ultra Cattle Insecticide Ear Tag (EPA
File Symbol 11556-RGR). The study is currently in the Registration Division for review,
and per the Agency’s request, this is a formal request for a waiver of the other five acute
toxicity studies on the ear tag. These studies are the acute oral toxicity (OPPTS

No. 870.1100), inhalation toxicity (OPPTS No. 870.1300), eye irritation (OPPTS

No. 870.2400), dermal irritation (OPPTS No. 870.2500) and skin sensitization (OPPTS
No. 870.2600) studies.

In Bayer’s June 30, 2000 submission for registration, Bayer related how the physical
nature of the proposed product - a plastic ear tag - is not a practical test article for the
conduct of the usual battery of acute toxicity studies. In the Agency’s January 9, 2001
letter, the Agency (in addition to advising Bayer to request a waiver for the other five
acute studies) related that “We are requesting an acute dermal toxicity study because this
seems the only route of human exposure. However, depending on the results of the acute
dermal toxicity study, all or part of the remaining acute studies may be required.”

We concur with the Agency's assessment that the dermal route is the only route of human
exposure. We have conducted and submitted a report (MRID No. 45444601) on the acute
dermal toxicity study. This study demonstrated that this product does not pose an acute
dermal toxicity hazard to workers who attach this product to the ears of cattle. This study
was performed in accordance to a study design/protocol discussed and agreed upon in a
January 30, 2001 telephone conference between Bayer's toxicologist, Dan Van Goethem,
the Agency's toxicologist, John Redden, and the Product Manager, Tracy Keigwin. The

163




164



\}‘ O | S *.“‘Y_,\

Via Federal Express Agriculture Division

Animal Health

February 21, 2001
Baycer Corporation
P.O. Box 390
Shawnee Mission. KS 66201-0390
Phone 913 268 2000

U.>. knvironmentai Frotection Agency
Room 266A, Crystal Mall 2

1921 Jefferson Davis Highway
Arlington, VA 22202

Subject: Response to Product Chemistry and Toxicology Reviews
EPA File Symbol 11556-RGR

Dear Ms. Keigwin:

This letter serves as Bayer’s response as per your letter dated January 9, 2001 regarding
additional requirements for the new product registration application for Cutter Ultra
Insecticide Cattle Ear Tag (EPA File Symbol 11556-RGR).

Regarding the Agency’s requirement for a special acute dermal toxicity study, Bayer
agrees to conduct such a study. On January 30, 2001 Bayer’s toxicologist,

Dan Van Goethem, discussed the experimental design with EPA’s toxicology reviewer,
John Redden (see attached telephone conversation minutes). The study design will be
exactly the same as the acute dermal toxicity study performed for another Bayer cattle ear
tag product (Cutter 2X. EPA Reg. No. 11556-123). Upon completion. the final report for
the study will be submitted to the Agency for review.

Regarding the Agency’s request for changes to the Confidential Statement of Formula,
the active ingredient (beta cyfluthrin) was registered after the initial application for

-_a 11556-RGR was submitted to EPA. Under separate cover Bayer will provide a revised
CSF which will include the EPA Registration Number for beta cyfluthrin.

Please call me at 913-268-2588 or Mr. Greg Gagliano at 913-268-2751 if you have any
questions or nced additional information.

Sincerely,

e

Y ..ooo.
ﬂ ﬁ@m%c 7%(%‘1»(}' esee
F. Terry amara E.'.:'
Manager, Preclinical Development sessce .
FTM:GGG/It NPPORE
Attachment sesae, e %’
cc: John Redden, 7505C %%
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06/November/2000
MEMORANDUM

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

OFFICE OF PREVENTION,
PESTICIDES AND TOXIC
SUBSTANCES

Subject: Addendum to Cutter Ultra Cattle Insecticide Ear Tag
EPA Reg. No.: 11556-RGR

DP Barcode: D267614
Case No: 069043

PC Code: 067501 piperonyl butoxide
128831 Cyfluthrin

From: John C. Redden, Team Leader
Technical Review Branch
Registration Division (7505C)

To: Tracy Keigwin

Insecticide Branch
Registration Division (7505C)

Applicant:.  Bayer Corporation
Agriculture Division, Animal Health
P.O. Box 390
rawnee Mission, KS 66201-0390

FORMULATION FROM LABEL:

Active Ingredient(s):

% by wt.
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Cyano (4-fluro-e-phenyoxyphenyl)methyl
3-(2,2-dichloroethenyl) 2,2 - dimethylcyclopropane

ca oxXylate.. ... 8%
Piperonyl butoxide.....................iiiiii 20%
Inert Ingredient(s): 72%
Total: 100%
ACTION:

The reviewer requested the wrong study in the previous review.

CONCLUSION:

TRB mistakenly requested the dermal irritation study. The corrected final paragraph of
the previous memorandum appears below:

. "As the product is a plastic cattle ear tag, as an alternative, the Registrant may
do an Acute dermal toxicity study (OECD 402; OPP 81-2) and request a waiver
for the other five acutes. The waiver requests should contain sufficient scientific
rationale « ' ressing possible human exposure. TRB is requesting the Acute
dermal toxicity study, because this seems the only possible route of human
exposure. However, depending on the results of the Acute dermal toxicity study
all or part of the remaining acute studies may be required.”
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*Product ingredient source information may be entitled to confidential treatment*

DATE OUT: 17/0CT/2000

SUBJECT: PRODUCT CHEMISTRY REVIEW OF: Manufacturing-Use [ ] End-Use Product [X]
DP BARCODE: ™"497613 RECEIVED DATE:03/JUL/2000 FILE SYMBOL/REG.No 11556-RGR

PRODUCT NAmL: Cutter Ultra Insecticide Cattle Ear Tag MRID.: 451597 0]
COMPANY NAME: Bayer Corporation ACTION CODE: 165

. . ) s (Lt r,,é' é
FROM: Sami Malak, Chemist Stz /"¢ & bs T

Technical Review Branch/RD (7505C)

TO: 03 Arnold Layne/Tracy Keigwin
Insecticide Branch/RD (7505C)

INTRODUCTION:

In a letter dated 30/JUN/2000, the applicant requested a FIFRA sec. 3(c)(5) registration of subject
product. In support of this action, the applicant included product chemistry data, product's label
EPA received 03/JUL/2000, a basic formulation, CSF dated 30/JUN/2000, Formulator's
Exemption Statement, Data Matrix, and an authorization letter from the Crop Protection Group
of Bayer Corporation to permit the Agency access to the generic data on beta cyfluthrin. The
applicant is claiming the selective method of support.

FIND] 5S:
la. The subject product. a solid insecticide, is intended for use in cattle ear tag of beet and
non-lactating dairy cattle, a plastic matrix ear tag impregnated with the active ingredients.

1b. T* product is produced by an integ * d formulation system. meaning that one of the two
technical sources in the product is not registered. The product contains 8% of a non-
registered Beta cyfluthrin technical: Cyano(4-fluoro-3-phenoxyphenyl)methyl 3-(2.2-
dichloroethenyl)2,2-dimethylcyclopropanecarboxylate plus 20% Piperonyl butoxide i}

2. The submitted/referenced product chemistry data is adequate and support a FIFRA sec.
3(c)(5) registration of subject product.

3. Adequate analytical method is available for enforcement. Adequate analytical method 1s
available for enforcement. ECTO Method No. 019, Report No. M779R03, Study No.
M779S03, is included in MRID #751549-03 page 22. In this method, the ear tag is
dissolved in an internal standard solution. An aliquot is then diluted acetonitrile and Beta
cytluthrin and piperonly butoxide are quantitated by gas chromatography equipped with
flame ionization detector. Method validation data, accuracy and precision are adequate.
Sample calculation and chromtaograms are included with this submission.

4. The label claim nominal concentration of 8% Beta cyfluthrin technical plus 20% Piperonyl
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5a.

5b.

2

butoxide 1s consistent with that on the CSF, both are in compliance with the regulations
of PR Notice 91-2. Further, the storage and disposal statement is in compliance with the
regulations of 40CFR§156.10. No physical or chemical hazards are anticipated from the
subject product.

The submitted product’s basic, CSF dated 30/JUN/2000, was filled out correctly and
completely and agree with the label claim nominal concentration as per the regulations of
PR Notice 91-2. Further, the upper and lower certified limits are within the standard
limits of 40CFR§158.175(b)(2). All ingredients claimed on the CSF are cleared for use
in pesticide formulations.

It was not clear if the applicant wishes to register Beta cyfluthrin technical. If not, the
applicant should be advised to list on subject product's basic CSF carry over impurities
associated with this source, each identified by chemical name, CAS registry number,
nominal concentration and upper certified limit. Nominal concentrations can be listed
between parenthesis in column 13(b) of the CSF, not to be included in the material balance
of 100%.

CONCLUSIONS:

After resolving Finding 5(b) above, we will have no objections for a FIFRA sec. 3(c)(5)
registration of subject product. Product's label is acceptable as per Finding 4 above.

REVIEW OF PRODUCT CHEMISTRY DATA:

1.

A statement of data confidentiality dated 28/DEC/1999 was included with this submission
claiming confidentiality of some of the submitted data on the basis of its falling within the
scope of FIFRA§10(d)(1)(A). (B). or (C). Review of CBI data is to be found in
Confidential Appendix A.

A GLP statement dated 20/DEC/1999 was included with this submission to the effect that
some of the submitted studies were conducted in compliance with GLP requirements of
40CFR§160.

DATA SUBMITTED

MRID #451597-01 The submitted study entitled: "Report For Chemistry Evaluation of M779

Cattle Ear Tags containing 8% beta cyfluthrin and 20% piperonyl butoxide, Data Requirement of
Guideline Reference Numbers Section 61, 62 and 63." The studies were authored by J. E. Rose;
Performed by Ecto Development Corporation of Excelsior Springs, MO: Completed on
20/DEC/1999 (31 pages).
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Group A, Series 830-Product Identity, Composition, and Analysis (40 CFR 155, 160, 162,
167, 175 & 180)

830-1550 Product Identity and Composition

This product contains two technical grade of active ingredients, one registered and a second non-
registered source plus cleared inert ingredients (refer to product’'s CSF, dated 20/JUN/2000).

830-1600 Description of Materials Used to Produce the Product:
Refer to Confidential appendix A.

830-1650 Description of Formulation Process:
Refer to Confidential appendix A.

830-1670 Discussion of Formation of Impurities:
Refer to Confidential appendix A.

830-1700 Preliminary Analysis:
Refer to Confidential appendix A.

830-1750 Certified Limits:
Refer to Confidential appendix A.

830-1800 Enforcement Analytical Method:

Adec te analytical method is available for enforcement. ECTO Method No. 019, Report No.
M779R03. Study No. M779S803, is included in MRID #751549-03 page 22. In this method, the
ear tag is dissolved in an internal standard solution. An aliquot is then diluted acetonitrile and
Beta cyfluthrin and piperonly butoxide are quantitated by gas chromatography equipped with flame
ionization detector.

Method validation * ta, accuracy and precision are adequate.  Sample calculation and
chromtaograms are included with this submission.

GC Parameters were reported as_follows:

Instrument H/P 5890 or equivalent

Column 30 meter 0.53 mm DB-17. 1 micron film thickness
Initial Oven Temperature 210 C (hold or 2 minutes)

Final Oven Temperature 260 C

Temperature ramp 7 C/minute
Injection Temperature 275 °C
Detector Temperature 300°C
Injection Volume 1l

Run Time 25 minutes

Carrier gas Helium
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*Manufacturing process information may be entitled to confidential treatment*

5

Confidential Appendix A

830-1600 Description of Materials Used to Produce the Product:

This product contains two technical grade of active ingredients, one registered and a second non-
registered plus cleared inert ingredients (refer to product’'s CSF, dated 20/JUN/2000).

830-1650 Description of Formulation Process:

This product was formulated using a mixture of one registered and a second non-registered
technical grade of active ingredients plus cleared inert ingredients (refer to product’'s CSF dated
30/JUN/2000). In the process,

830-1670 Discussi~m ~f Formation of Impurities:

The applicant reported no impurities -1 % by weight were known to be formed during formulation
and storage of the proc

830-1700 Preliminary Analysis:

Will be required if Beta cyfluthrin is not registered.

830-1750 Certified Limits:

The applicant reported the same ingredients at percentages and low/upper limits as those reported
on product's CSF.

cc:S. Malak and Central File (Reg. No.11556-RGR).
7505C:RD:TRB:CM-2:268:5.m.:17/0CT/2000:703-308-9365: < 1 I556RGR > .
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g X ’ % UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
R WASHINGTON, D.C. 20460
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26/0October/2000
MEMORANDUM

Subject: Cutter Ultra Cattle Insecticide Ear Tag

EPA Reg. No.: 11556-RGR

DP Barcode: D267614

Case No: 069043

PC Code: 067501 piperonyl butoxide
128831 Cyfluthrin

From: John C. Redden, Team Leader
Technical Review Branch
Registration Division (7505C)

NS

To: Tracy Keigwin
Insecticide Branch
Registration Division (7505C)

Applicant:  Bayer Corporation
Agriculture Division, Animal Health
P.O. Box 390
Shawnee Mission, KS 66201-0390

OFFICE OF PREVENTION,
PESTICIDES AND TOXIC
SUBSTANCES




FORMULATION FROM LABEL:

Active Ingredient(s): % by wt.
Cyano (4-fluro-e-phenyoxyphenyl)methyi
3-(2,2-dichloroethenyl) 2,2 - dimethylcyclopropane

carboxylate..............ccoooooi 8%
Piperonyl butoxide...................ccoooooi 20%
Inert Ingredient(s): 72%
Total: 100%
ACTION:

The PM's instructions:

"They are citing the precautionary labeling of EPA Reg. No. 11556-106, but
they have also cited on their matrix EPA Reg. Nos. 3125-289 (which was a
product that was never registered and was a DDVP product to boot! They have
cited this reg# for 3 of the 6 acute studies!)...Can they cite different products for
the 6 pack and precautionary labeling?"

B/ “KTRC"'N\D:

This product is a cattle ear tag, constructed of a plastic impregnated with two active
ingredients. The cyfluthrin is actually Beta Cyfluthrin, which is "an enhanced isomer
ratio primarily consisting of the biologically active isomers of Cyfluthrin." The
Registrant is claiming substantial similarity to EPA Reg. No. 11556-106, which
contains Cyfluthrin not Beta Cyfluthrin. It is TRB's understanding that the enhanced
isomer ratio of Beta Cyfluthrin may make it more toxic to humans. However, even if

RB ignores this difference EPA Reg. No. 11556-106 only contains one of the actives
in the proposed product.

The Registrant does not cite any products in support of acute toxicity studies for the
second active ingredient, Piperonyl butoxide. The Agency normally requires a
registered product, containing both active ingredients, for a claim of substantially
similarity.

Internal guidance entitled, "Standard Operating Procedure for Substantially Similar
Products," offers the following guidance:

. The proposed product has active ingredient(s) (a.i.) which are present
(identical PC Codes) in the cited product. Their percentages in the
propo¢ | product cannot be greater than in the cited product.

. Similarity is determined by citing a single registered product. This means

2
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that TRB will not consider cases in which the registrant cites more than
one registered product attempting to demonstrate substantially similarity.
In general, a substantially similarity determination is done by comparing
a proposed product to a registered product, which contains all actives,
with well-defined acute toxicity categories (ideally, one with a complete
six-pack).

CONCLUSION:

Clearly, the Registrant did not meet the standard in this submission. The cited product

is not substantially similar to the proposed product. The Registrant needs to cite a

product that contains both the actives that are in the proposed product. Also, the

concentration in the cited product for both actives should be equivalent or greater than
e concentration in the cited product.

As the product is a plastic cattle ear tag, as an alternative, the Registrant may do an
Acute dermal irritation study (OECD 404, OPP 81-5) and request a waiver for the other
five acutes. The waiver requests should contain sufficient scientific rationale
addressing possible human exposure. TRB is requesting the dermal irritation study,
beca - 2 this seems the only possible route of human exposure. However, depending
on the results of the dermal irritation study all or part of the remaining acute studies
may be required.
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June 23, 2000 Crop Protection Products
Bayer Corporation
Mr. George LaRocca 8400 Hawthorn Road
i - i PO. Box 4913
Reglstranon D'\.”,,Slon (H7504C) Kansas City, MO 64120.0013
Office of Pestic "> Programs Phone: 816 242-2000

U.S. ENVIRONMENTAL PROTECTION AGENCY
Ariel Rios Building

1200 Pennsylvania Avenue, N.W.

Washington, D.C. 20460

SUB."7T: Use of Bayer Corporation Research and Test Data
Dear Mr. LaRocca:

Bayer Corporation, Agriculture Division, hereby authorizes the Agency to refer to the
Bayer research and test data for Beta-Cyfluthrin, in support of the registration of products
containing the active ingredient Beta-Cyfluthrin, submitted by Bayer Animal Health,
Company Number 11556.

Cutter Ultra Insecticide Ear Tag
11556-XXX 7~ W <
N

This authorization is granted only to the applicant named above for the product
registrations described. This authorization may not be transferred by the applicant named
above in any manner whatsoever without the express prior consent of Bayer Corporation.
All Information contained in our confidential ingredients statement or otherwise claimed as
being confidential or proprietary may not be released to the applicant without the express
prior consent of Bayer Corporation.

Bayer Corporation hereby waives the 30-day notification period prior to registration of this
application as provided for in 40 CFR 152, Subpart E, Section 152.116(c).

Sincerely.
QQ»M,QW W Bg'ﬂg' veee
Charles W. Boyd .:::‘:
Senior Registration Scientist reeee .
Research and Development e * O
o ol
cc: Gregg Gagliano ::E:: .
P.O. Box 390 coen,
Shawnee Mission, Kansas 66210 ‘ecsee
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*Product ingredient source information may be entitled to confidential treatment*

Form Approved. OMB No. 2070-0060. Approval Expires 5-31-98,

United States

o
Environmental Protection Agency
EPA b Ve

Formulator's Exemption Statement
(40 CFR 152.85)

Applicant's Name and Address EPA Flle Symbol/Registration Numbder
Bayer Corporation . 11556-%x Gt

Agriculture Division, Animal Health . e rgr—— . -
P.0. 390 Cutter Ultra Insecticide Cattle Ear Tag

Shawnee Mission, KS 66201-0390

Date of Confidential Statement of Formuls (EPA Form 8570-4)
6/30/2000

L]

As an authoriied representative of the applicant for registration of the product identified above, | certify that:

(1) This product contains the following active ingredient(s):
FCR 4545 (beta-cyfluthrin)

Piperonyl Butoxide

(2) Of these, sach active ingredient listed in paragraph (4) is present solely as the result of the use of that active
ingredient in the manufacturing, formulation. or repackaging another product which contains that active ingredient .
which is registered under FIFRA Saction 3, is purchased by us from another producer, and Is labeled for at least
each use for which my product is proposed to be labeled.

(3) Indicate by checking {A) or {B) below which paragraph applies:

[J (A1 An accurate Confidential Statement of Formula (EPA FORM 8570-4) for the above identified product is
attached to this statement. That formula statement indicates, by company name, registration number, and product
name, the source of the active ingredient(s) listed in paragraph (1).

OR

D (8) The Confidential Statement of Formula (CSF) (EPA Form 8570-4) referenced above and on file with the EPA is

complete, current, and accurate and contains the information required on the current CSF.

(4) The following active ingredients in this product qualify for the formulator's exemption.

Source 3

Active ingredient Product Neme Registration Number

Piperonyl Butoxide

M~
Name and Title Date
g ﬁ%/\{ 7,% 7/&74%@( F. Terry McNamara, Mgr - Preclin Dev . 6/30/2000
EPA Form esnzﬁw. 8-98) " White - EPA copy
#* US GPO: 1808-000-820/20413 pay i
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Pages 206-213 - *Confidential Statements of Formula may be entitled to confidential treatment*






